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㸦㸯㸧ATRA ࡟ࡼࡿ AT-II ࡬ࡢศ໬ㄏᑟ㈐௵᰾ෆཷᐜయࡢྠᐃ
ATRAࡣࠊ⣽⬊ෆ࡟࠾࠸࡚␗࡞ࡿ 2ࡘࡢ᰾ෆཷᐜయࠊRetinoic acid receptor㸦RAR㸧
ཬࡧ Peroxisome proliferator-activated receptor㸦PPARȕ/į㸧ࠊࢆ่⃭ࡍࡿࡇ࡜ࡀሗ࿌
ࡉࢀ࡚࠸ࡿࠋࡉࡽ࡟ࠊRAR ࠾ࡼࡧ PPARȕ/į ࡣࠊࡑࢀࡒࢀ␗࡞ࡿ⤒㊰࡛ศ໬ㄏᑟࠊ
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ࢺࢱࣥࣃࢡ㉁㸦Surfactant protein; SP-A㸧ࡀ㝧ᛶ࡞⣽⬊ࡢ๭ྜࢆࠊ1 μMࠊ6 ᪥㛫
ࡢฎ⨨࡛ 2.2 ಸቑຍࡉࡏࡓࠋࡲࡓࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊࡟ᑐࡍࡿ GW0742 ࠾ࡼ
ࡧ ATRA ฎ⨨ࡣࠊ PPARȕ/į ᰾ෆཷᐜయࡢୗὶ࡟Ꮡᅾࡍࡿ㑇ఏᏊ㸦 Adipose 
differentiation-related protein; ADRP㸧ࡢ mRNA ࡢⓎ⌧㔞ࢆ᭷ព࡟ୖ᪼ࡉࡏࡓࠋ
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㸦㸰㸧PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫࢺ GW0742 ࡢ⤒⫵ᢞ୚࡟ࡼࡿ COPD ࣔࢹ࣐ࣝ࢘
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COPD ࣔࢹ࣐ࣝ࢘ࢫࡣࠊ6 㐌㱋 ICR ࣐࢘ࢫ㸦ܴ㸧࡟⫵ࡢᙎᛶ⧄⥔ࢆᵓᡂࡍࡿ୺
せࢱࣥࣃࢡ㉁࡛࠶ࡿ࢚ࣛࢫࢳࣥࢆศゎࡍࡿ㓝⣲࡛࠶ࡿ࢚ࣛࢫࢱ࣮ࢮࢆ⤒⫵ᢞ୚
ࡋࠊ⫵⬊ࢆ◚ቯࡍࡿࡇ࡜࡛స〇ࡋࡓࠋࡇࡢ COPD ࣔࢹ࣐ࣝ࢘ࢫ࡟ 10% DMSO ࢆ
ྵࡴ⏕⌮㣗ሷỈ࡟⁐ゎࡋࡓ GW0742 ࢆ 1.0 mg/kgࠊ㐌 2 ᅇࠊ⤒⫵ᢞ୚ࡋࡓࠋᑐ↷
⩌࡟ࡣࠊ10% DMSO ࢆྵࡴ⏕⌮㣗ሷỈࢆ⏝࠸ࡓࠋ
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ࡼࡗ࡚ AT-II ࣐࣮࣮࢝ࡢⓎ⌧㔞ࡀቑຍࡍࡿࡇ࡜ࠊ࠾ࡼࡧ PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫ
ࢺ GW0742 ࡀ COPD ࣔࢹ࣐ࣝ࢘ࢫࡢ⫵⬊ࢆಟ᚟ࡋࠊ࿧྾ᶵ⬟ࢆᅇ᚟ࡉࡏࡿࡇ࡜
ࡀ♧ࡉࢀࡓࠋAT-II ࡣࠊ⫵⬊ࡢ⾲㠃ᙇຊࢆῶᑡࡉࡏࠊ⫵⬊ࡢᙧ≧ࢆ⥔ᣢࡍࡿࡓࡵ
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㸦alveolar type II epithelial cells; AT-I㸧࡟ศ໬ࡍࡿࡇ࡜ࡀ࡛ࡁࡿࠋࡼࡗ࡚ࠊAT-II
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